INFLAMMATORY GENES ARE ASSOCIATED WITH SEVERITY OF AORTIC ROOT ANEURYSM PROGRESSION IN PATIENTS WITH MARFAN SYNDROME  by Franken, Romy et al.
Congenital Cardiology Solutions
E834
JACC March 27, 2012
Volume 59, Issue 13
INFLAMMATORY GENES ARE ASSOCIATED WITH SEVERITY OF AORTIC ROOT ANEURYSM PROGRESSION 
IN PATIENTS WITH MARFAN SYNDROME
ACC Moderated Poster Contributions
McCormick Place South, Hall A
Sunday, March 25, 2012, 11:00 a.m.-Noon
Session Title: Congenital Cardiology Solutions: Adult III
Abstract Category: 29. Congenital Cardiology Solutions: Adult
Presentation Number: 1141-314
Authors: Romy Franken, Teodora Radonic, Alexander den Hartog, Ynte M. Ruigrok, Maarten Groenink, Piet de Witte, Janneke Timmermans, 
Arthur Scholte, Gerard Pals, Maarten Van Den Berg, Barbara Mulder, Aeilko Zwinderman, Academic Medical Centre Amsterdam, Amsterdam, The 
Netherlands
Background: Marfan syndrome (MFS) is a monogenic connective tissue disorder with variable severity of aortic root dilatation in patients with a 
fibrillin-1 mutation. This variability suggests that modifying genes are involved in pathogenesis. Several studies have demonstrated a potential role 
of inflammation on aneurysm progression in MFS. The aim of this study is to investigate the influence of inflammation-related genes on aortic root 
aneurysm progression in MFS.
Methods: In this association study between aortic root dilatation growth rate and inflammation-related genes 170 adults with MFS were included, 
with a mean growth of 0.6 mm/year of the aortic root diameter. Of 943 inflammatory genes 15,570 Single Nucleotide Polymorphisms (SNPs) 
were genotyped in patients with MFS. SNPs with significant associations were validated in an independent cohort of 310 patients with ruptured 
intracranial aneurysms (IA) at small diameters (< 7 mm) or large diameters (> 7 mm).
Results: Significant associations between aortic root dilatation rate and SNPs were identified in two genes: Sialic Acid Binding Immunoglobulin-
like Lectin 7 (SIGLEC7) gene, which controls innate immune response to tissue damage (p=3.5x10-7) and interleukin 16 (IL 16) gene, which codes 
for IL 16, a chemo-attractant of various pro-inflammatory cells (p=7x10-5). The associations of IL 16 gene and of SIGLEC7 gene with more severe 
aneurysm progression were confirmed in patients with ruptured IA at smaller diameters (IA < 7 mm, p=0.05 and p=0.03 respectively). 
Conclusions: This study identified associations between two inflammation-related genes (SIGLEC7 and IL16) and the severity of aortic root 
aneurysm progression in patients with MFS.
